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ISO 6 
DATE MAILED: 



. ? 

03/01/93 



This application has been examined 



A shortened statutory period for response to this action is set to expire. 



D Responsive to communication filed on 

3 



month(s), 



Failure to respond within the period for response will cause the application to become abandoned. 



35 as 



D This action Is made final. 



days from the date of this letter. 



S.C. 133 



Part I THE FOLLOWING ATTACHMENT(S) ARE PART OF THIS ACTION: 

l.yBl Notice of References Cited by Examiner, -FFO-892.- 2. □ Notice re Patent Drawing, PTO-948. - - 

3r Q. Notice of Art Cited by*Applicant, PTO-1449. 4. □ Notice of informal Patent Application, Form PTO-152. 

5. □ Information on How to Effect Drawing Changes, PTO- 1474. 6. D _ — _ 



Part II 



SUMMARY OF ACTION 



1. ^Claims. 



20-30 



. are pending in the application. 



Of the above, claims 



Hi 



30 -2 6 



2. p^C\a\ms 

3. □ Claims 

4. ^Claims 

5. □ Claims 
ft, □ Claims 

7. ^yThis application has been filed with Informal drawings loader 37 C.E.R. 1 .85 which. are acceptable fop examkiatiorv purposes. 

8. D Formal drawings are required In response to this Office action. 



are withdrawn from consideration. 

^_ have been cancelled. 

are allowed. 

are rejected. 

are objected to. 



are subject to restriction or election requirement. 



9. G The corrected or substitute drawings have been received on . 



Under 37 C.F.R. 1.84 these drawings 



are D acceptable. D not acceptable (see explanation or Notice re Patent Drawing, PTO-948). <b 

has (have) been CH approved by the 



10. D The proposed additional or substitute sheet(s) of drawings, filed on 
examiner. D disapproved by the examiner (see explanation). 



11. D The proposed drawing correction, filed on _ 



, has been CD approved. D disapproved (see explanation). 



12. □ Acknowledgment is made of the claim for priority under U.SX. 1 19. The certified copy has_ □ -been-received □ not. beerr received 
D been filed in parent application, serial no. a _ : : ; filed on — £ — 1_ : — i 



13. □ Since this application appears to be tri condition for allowance except for formal matters, prosecution as to the merits is closed In 
accordance with the practice under Ex parte Quayte, 1935 CD. 11; 453 O.Q. 213. 



D3 



rn 

o 
o 



14. □ Other 
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in. Claims 20-30 hire pending in the i nsl.Hnl, a ppl i oa t i on . 
In. Tli i h appl i oa I. i on does iioi. conl.ain an Abstract of the 
Disclosure as rH(iu i red by 37 C.F.R. § 1.72(b). An Abstract on a 
separate sheet is required. 

17. Applicant should update I.he si. Hi. us of the parent cases of 
i.he instant appl i oat ion. 

18. The following is h quotation of the firs I. paragraph of 3h 
U . S . C . § 112: 

The spec i f i oh t i on shall oont.ain a written deso r i p t i on of (.he 
invert I. ion, and of I.he manner and process of making and using 
it., in such full, clear., concise, and exact, l.erms as t.o 
enable any person skilled in i.he art l.o which i i. pertains, 
or with which it. is most, nearly connected, l.o make and use 
I.he same and shal 1 sei. forth I.he besi. mode con tempi a Led by 
i.he in ven I. or" of carrying out his invention. 

The specification is objected l.o under 35 U . 55 . C . § 112. 

first paragraph, as failing to provide an adequate written 

description of he invention and fail i ng to adequately make and /or 

use the invention, i . e. fail ing to provide an ertabl i ng 

d t sol osu re . 

A) Anpl icant has not disclosed the claimed ant i ven in composition 
as useable for human administration. While applicant speculates 
that anaphylaxis problems with the purified an Li vert in composition 
mav be reduced, no evidence l.o support this notion is provided. 



In fact, no information is provided indicating whether the 
antivenin preparations are v^pt tdlH e for use in humans with 
regards to toxicity from contaminants related to the purification 
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of these antibodies or- w t i.h regards to a rid phy "I ho t. i o problems 
related l.o the adm i n i s I. ra I. i ort of these reagents l.o humans. 
The re Tore the kohc i f i ca t i on is not. enabl i rig for claims relal.ed l.o 
lire ant. i vert in compos i i. i on of the inst.anl. i rivenl. ion. 
Bi Applicant has riot, disclosed F(ab)/> fragments extracted from 
any an I. (body containing source using I.he process of l.he instant 
inveriLion. God i no et al . I. each (page 131. firs!, line) t.hat. is 
not. possible l.o find suitable conditions for i.he production of 
Ffab)^ fragments from mouse TgG2b using pepsin digestion. 
Furthermore, God i ng describes that specific conditions and 
buffers are necessary to yield pepsin treatment derived Ffabfr, 
fragments from other m i oe TgG subclasses. God i ng also describes 
various specific: treatments (page 131-132} necessary to render- 
various rat TgG subclasses susceptible to F(ab)o generation by 
pepsin treatment. None of this specific? information is taught in 
the specification. Therefore the specification fails to enable 
the instant invention. 

C) Applicant has riot sufficiently disclosed the purity of the 
purified TgG molecules or fragments purified using the instant 
invention. There is no indication of he specific sensitivity of 
the i mmunoel eo t rophores i s me t hod used to all egedl y demons t ra te 
the purity of antibody or antibody fragment preparations purified 
using the instant invention. Therefore, the various antibodies 
or* fragments thereof may contain contamination when analysed for- 
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the nresenoe of Fo fragments or exl.rHrteous Tg ci^ss molecules 
which are present and could he defected by a more sensitive state 
of i.be art. technique such as quantitative FMSA. FMSA assays 
can delect pioogram quantities of antigen when the assay system 

is maximally configured. The re f ore I. Vie specification is rioi. 
enabling for Ffab>9 fragment or F(ab) fraunienl. or TgG molecule 
purified using I. Vie process of the instant i riven Li on, because I.Vte 
purity of said antibodies or fragments thereof has not been 
determined using state of the art techniques. 

17. Claims 20-30 are rejected urul^r 35 U.S.C. § 112, first 
paragraph, for the reasons set forth in the objection to the 
spec i f i oa t i on . 

20. Claim 29 is rejected under 35 U.S.C. § 112, first, paragraph, 
as the disclosure is enabling only for claims limited an 

ant i ven in composition which specifically binds venom of the 
Crotalus genus. The specification is not enabling for F(ah) 
fragment antivenin against, any toxin because the production of 
and efficacy of such an antivenin against a toxin other than 
Crotalus venom is not described in the specification. See 
M.P.F.P. §§ 70r~>.03(n) and 706 . 03 < x ) . 

21. Claims 20-30 are rejected under 35 U.S.C. § 112, second 
paragraph, as being indefinite for failing to particularly point 
out and distinctly claim the subject matter which applicant 
regards as the invention. 
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Claims 20 arid 21 are indefinil.e in l.he rec i La t. i on of 
"aut.ibody conl.H i ni nu source" because i I. is unclear what. Lh i s 
encompasses . Claims 20-?.?. are indefinil.e in t.he reoil.Ht.ton of 
" 5-> ubsequ en L recovery 11 because i I. is unclear from where and when 
(he fragmeul.s or aril, i bodies are recovered. TriserLion of "from 
(.he mal.rix" or an equivalent, phrase Col 1 ow i nu " recovery" is 
suggest.ed. Claim '?,?> and 25 are indefinil.e in Lite recil.al. ion of 
"polyvalent. TuGfT)" because i i. is unclear what. Litis means. 
Claims 24 and 26 are indefinil.e in t.he recti. at. ion of "polyvalent, 
ani. i -horse serum" because it. is unclear wheLber Litis is a 
polyvalent, horse specific anl.isera or polyvalent, anl.iserum made 
in a "horse against, a specific an Li yen. Claims 27-30 are 
indefinil.e in t.he recil.al. ion of "aol.ive against.". "Specifically 
binds" is a preferred subs L i Lu L i on - Claims 27-29 are indefinil.e 
in t.he recil.al. ion of "produce art electrophoresis" because il. is 
unclear what. Lh i s means. Claims 27-30 are indefinil.e in Lite 
reo i La I. i on of "molecular weight." w i l.h out. giving del.ails of t.he 
assay used l.o ascertain said molecular weigh!.. Claims 27 and 29 
are indefinil.e in Lhe reo i La I. i on of "showing I. Vial, an t. i -F ( ab) ^ 
mat.erials give a preo i p i La L i on band against. Tfah) fraumenLs but. 
produce no p reo i p i La I. i on band against. anl.i-F(c) mat.erials" 
because I. Vie meaning of Litis phrase is incomprehensible. Claims 
27 and 22 are indefinil.e in I. Vie reo i La I. ion of "bulk aril, i body- 
source" because it. is unclear what. Litis "bulk artLibody" is or 



t 
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what its source is. Tn ol a i ms 20 and 21 i I. i s suqqesl.^d that t.he 

ndreni.hHsises he removed form I. he phrase "(having art affinity 

for...) because i I. is unclear whether applicant i rtl.ertus to delete 

l.h i s or noi. . Brackets are appropriate if del el. ion is intended. 

22. The following is a quotation of the appropriate paragraphs 
of 35 U.S. C. § 102 that form the basis for the rejections under 
tlits section made in th i s Office action: 

A person shall be entitled to a patent unless — 
(b) the invention was patented or described in a printed 
publication in l.h i k or a foreiun country or in public use or 
on sale in this country, more than one year prior to the 
date of application for patent, in Lite United States. 

Claims 22, 30 are rejected under 35 U . S . C . § 102(b) as being 



clearly anticipated by Sul 1 i van 
Sull ivan et al . teaches an 
of TgG molecules) purified front 



ef al . 

antiveniu compos i I. ion (consisting 
a fc r u i 1 (] an I. i body containing 



source by affinity chromatography w i th an antigen (snake venom) 

embedded in a pol yacry 1 am i de matrix (see entire document). 

23. The following is a quotation of 3 5 U.S.C. § 103 wh i oh forms 
the basis for all obviousness rejections set for tit in l.h i s Office 
act ion : 

A patent may not be obtained though the invention is not 
identically disclosed or described as set forth in section 
102 of this title, if the differences between the subject 
matter sought to be patented and the prior art are such that 
t.he subject matter as a whole would have been obvious at the 
time the invention was made to a person having ordinary 
skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which 
the invention was made. 

Subject uiatter developed by another person, which qualifies 
as prior art only under subsection (f) or (u) of section 102 
of this title, shall not preclude patentability under this 
section where the subject matter and the claimed invention 
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were. hI. I.he l.ime I. he invent, ion was made, owned by Lhe same 
person or subject, Lo an oblige I. ion of assignment, Lo I. Vie same 
pe rson . 

24. Claims 21-29 are reieoLed under 35 U.S.C. § 103 as being 
unnal.enLable over Sullivan el, al * in view oT Sl.Hnworl.b eL al . 

The claims are drawn i.o F(ab) or F(ab)r> anl.ivenin 
compos i i. i oris . Sullivan ei. al . Leaches an anl.ivenin compos i L i on 
consisting of TgG molecules. SLanworl.h el. al . LeacVies production 
of F(al)) or Fiab)^ Tg fragmenLs by digestion w i Lh papain f Lo 
produce F(at))3or- pepsin ( Lo produce F(ab)r,). SLanwourLh eL al. 
also Leach LhaL "Lhe absence of most, of Lhe Fc immunogenic 
de Lerm i nan Ls has led Lo Lhe use of Ffab}^ fragmenLs in various 
clinical oonl.exLs. For example, F(ab)j» fragmenLs from Viorse 
ariliLoxin and Viorse a 1 1 L i -1 ymphooy Le globulin Viave been preferred 
Lo I. lie whole antibody molecule which may sensitive Lite caci pe i.o 
Viorse Fc deLerm i nan Ls " (page 6.19, last, paragraph). TL would 
Viave been prima Ta<: i e obvious Lo one of ordinary skill in Lhe art. 
Lo produce antivenin compositions consisting of F(ab) or F(ab)o 
because Sullivan eL al . Leaches an antivenin TgG compos i Li on , 
SLanworLh Leaches Lhe production of F(ab) or F(ab)r> fragmenLs 
from TgG and Lhe reduced i mmu riogen i oi Ly of such compositions due 
i.o Lhe absence of Fc de Lerm i nan Ls . TL would Viave been obvious Lo 
a routineer LhaL i.Viese antivenin compositions oonLaining F(ah) or 
F(ab)^ f ragmen i.s would Viave been produced against, orot.al us venom 
(as described by Sullivan eL al . ) or any oLher venom. One of 
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ord inn ry skill in I. Vie art. would have been mo I. i va Led Lo do l.Vte 
a foremen L i oned in order Lo reduce Lite i mmunogen i cm Ly of an Liven in 
compos i L i on s "by removing Tg Fo de Le rm i nan Ls . A roul.ineer wotild 
"have a reasonable expeoi.aLion of success because Sullivan eL al . 
(3esor ibes an feC cinl. i veil i n oomnosi Lion. SLanworl.h eL al . 
describes Die product, ion of F(ab) or F(ab>o fragmenLs and LVie 
moLivaLion for doing so. 

25. Claims 20 f 21. 23- 26 are rejeoLed under 35 U . S . C . § 103 as 
being unpa Len Labi e over Sm i LVi eL al . in view of Sullivan eL al . 
and Rernfeld eL al . 

The claims are drawn Lo F(ab) of F(ab)r> fragmenLs exLracl.ed 
from an an Li body oonLaining source by sequential LreaLmenL w i Lit a 
papain pol yacryl am i de maLrix or pepsin pol yacryl am i de maLrix and 
affiniLy oh roma Log raphy w i Lh an ariLigen pol yacryl in i de maLrix. 
Sm i LVi eL al . Leaoh A oh roma Log ra pViy (see enLire document.). Sm i Lh 

eL al . do not. Leach LhaL Lite anLigen or eri/yme (papain or pepsin) 
was embedded in pol yacryl am i de . Sullivan eL al . LeaoVt anLigen 
embedded pol vac ry 1 am i de for af f ini Ly oh roma Log raphy of horse 
anLisera Lo purify Tg specific for snake venom. (See enLire 
document.). Rernfeld eL al . Leach eri/ymes immobilized in 
pol vac ry 1 am i de including papain (see page 678, Labi e 1). TL 
would 'have been prima facie obvious Lo one of ordinary skill in 
Lhe art. Lo purify F(ab) fragmenLs using pol vac ry 1 ami de 
i mmob i 1 i zed ant.iuen and ool vac r vl am i de immobil i zed nana in because 
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Smil.h l.HHChes F(ah) f ragmen Ls purified by affiuiLy 
chroma Lograpby f Sull i van Leaches affiniLy ch roma Log raphy w i Lb 
Hoi yaoryl am i de i mmob i 1 i /.ed anl.iqen artel Rernfeld Leaches papain 
immobilized in pol y ac ryl am i de . TL also would have been obvious 
I. ha L F(ab)j> f ragmen Ls could be pur i Tied using I. he same prot.ocol 
except, for subs L i Lu L i rig pepsin i n Lhe pol vac ryl am i de mal.rix. One 
of ordinary skill in Lhe arl. would be moLivaLed Lo do Lhe 
a foremen L i oned because pol y ao ry 1 ami de qel i mmob i 1 ixaLiou 
overcomes some of Lhe problems associaLed w i Lh oLher means of 
aru.igen or- enzyme i mmob i 1 i v.a L i on (as del. ailed by Rernfeld in Lhe 
lasL seriLenoe of paragraph 1, page 678). TL would have been 
obvious Lo use Lh i s procedure Lo obLa i n F(ab) or' F(ah)o fragmeul.s 
from horse an I. i se rum because Sullivan el. al . Leach "horse 
aril. i serum as a source of antibodies in his reference (see euLire 
document.). TuG(T) is a component, of horse anLisera. so it. would 
have been obvious Lo purify it. using Lhe procedure of Lhe insLanl. 
invenLion. One would have been moLivaLed Lo purify f(ab) or 
F(ab)^> fracimenLs fw^m horse ant.isera or 1 horse To (T) .. because 
Smit.h el. Leach Lhe reduced i mmu nogen i c i l.y of ant. i body f ragmen Ls 
not. oonl.airiing Lite Fc region and clinical relevance of Lh i s 
finding (page 395. second paragraph). One of ordinary skill in 
Lhe art. would have a reasonable expect, al. ion of success because 
SmiLh et. al Leach F(ab) fragmenLs i sol a Led by a f f i n i Ly 
chroma Lou ra oh v . Sullivan el. al . Leach affiniLy ch roma Log raphy Lo 
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purify nrit. i bodies from horse Hnt.iaen using pol y ao ry 1 am i de 

immobil i/nd dni.iqen and Rernfeld Leach pol vhc ry 1 am i tie i umioh i 1 i/ed 

enzymes . 

26 . The lengLhy specification has not. been checked l.o I. he exi.enl. 
n( _ K:eHSHrv Lo deLermine Lhe presence of all possible minor errors. 
Applicant's cooperation is req ues Led in correcting any errors of 
which applicant, may become aware in I. he spec i f i ca i. i on . 
27. N'o cl a i (it is allowed. 

?,8 . Papers relat.ed l.o t.h i s a ppl t ca I. i on may be submit. Led l.o Group 

180 by facsimile transmission. Papers should be faxed Lo a roup 

180 via (.he PTO Center local. ed in Crysl.al Mall 1. The facing of 

such papers musi. conform w i Lh Lhe noLice put?! i sited in Lhe 

Official Gax.eLl.e, 1096 OG 30 (November 15, 1989). The CMT Fax 

CenLer telephone number is (703) 308-4227. 

Any inquiry concerning l.h i s commu n i ca I. i on or earlier 
oommurt i ca I. i oris from I. he examiner should be di reeled Lo Ron 
Schwadron whose Lei ephone number is (703) 308-4680. 

Any inquiry of a general nnlAJtr^ or rel a L i rig Lo Lhe sl.aLus of 
Lh i s application should be direoLed Lo Lhe Group receptionist, 
whose telephone number is (703) 308-01 96. 



DAVID LUCEY 
SUPERVISORY PATENT EXAMINER 
GROUP 180 







Ron Sohwadron . Ph . T) / em 
February 11, 1 993 



